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MORAN, Tom, M. 
Cooley Godward LLP 
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ETATS-UNIS D'AMERIQUE 


Date of mailing (day/month/year) 
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Applicant's or agent* s file reference 
CTLI-001/02WO 


IMPORTANT NOTIFICATION 


International application No. 
PCT/US98/14289 


International filing date (day/month/year) 
10 July 1998(10.07.98) 



X the applicant 


X 


the inventor Q the agent j^j the common representative 


Name and Address 

SIMARD, John, J., L. 


State of Nationality 
** 


State of Residence 
CA 



1. The following indications appeared on record concerning: 



24 Wellesley Street, West 
Toronto, Ontario M4Y 1G1 
Canada 



Telephone No. 



Facsimile No. 



Teleprinter No. 



2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 



| j the person | [ the name X the address 


X the nationality 


X the residence 


Name and Address 

SIMARD, John, J., L 
11767 Seminole Circle 

z_TrNorthridge-CA.91326: — 

United States of America 


State of Nationality 
CA 


State of Residence 
US 


jonhopo_f\lo - - _ 






Facsimile No. 




Teleprinter No. 



3. Further observations, if necessary: 



4. A copy of this notification has been sent to: 
| X| the receiving Office 
| | the International Searching Authority 
| X| the International Preliminary Examining Authority 



| | the designated Offices concerned 
[~X] the elected Offices concerned 
| | other: 



The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No.: (41-22) 740.14.35 



Authorized officer 

Catherine Massetti 

Telephone No.: (41-22) 338.83.38 



Form PCT/IB/306 (March 1994) 
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INTERNATIONAL search report 

(PCT Article 18 and Rules 43 and 44) 



Applicant s or agent's file-reference 
CTLI-001/02WO 


FOR FURTHER 566 Notification of Transmittal of international Search Report 
a /*tia»i (Form PCT/ISA/220) as well as. where applicable, item 5 below. 
ACTION 


International application No. 

PCT/US 98/14289 


International filing date (day/month/year) 

10/07/1998 


(Earliest) Priority Date (day/month/year) 

10/07/1997 


Applicant 

CTL IMMUNOTHERAPIES CORPORATION et al . 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the Internationa! Bureau. 

This International Search Report consists of a total of 5 sheets. 

\T\ It is also accompanied by a copy of each prior art document cited in this report 



1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the* 
language in which it was filed, unless otherwise indicated under this item. 

[ | the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 

b. With regard to any nucleotide and/or amino add sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

[X| contained in the international application in written form. 

[X] filed together with the international application in computer readable form. 

| | furnished subsequently to this Authority in written form. 

| | furnished subsequently to this Authority in computer readble form. 

| | the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in th 
international application as filed has been furnished. 

| | the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 

|"X"| Certain claims were found unsearchable (See Box I). 



2. 

3 ~ 



r(^^zzunity:of:inverin6nTie*iacwng (see-Box U).- 



With regard to the title, 

[X] the text is approved as submitted by the applicant. 

the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

[X] the text is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b). by this Authority as it appears in Box III. The applicant may. 
within one month from the date of mailing of this international search report, submit comments to this Authonty. 

6. The figure of the drawings to be published with the abstract is Figure No. 



□ as suggested by the applicant. E None of me fi 9 ures - 

| | because the applicant failed to suggest a figure. 
[ | because this figur better characterizes the invention. 



Form PCT/ISA/210 (first sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



J^^rnatJonal Application No 

^T/US 98/14289 



CLASSIFICATION OF SUBJECT MATTER 

IPC 6 A61K39/00 A61K38/19 A61K9/00 //(A61K39/00, 38: 19 ) 



According to international Pate nt Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 6 A61K 



Documentation Marched other than minimum documentation to the extent thai such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and. where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO 8E RELEVANT 



Category 4 Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO 95 17167 A (GFF) 29 June 1995 

see the whole document 

R. PETERS ET AL. : "Tryptophan and 

serotonin metabolism after sustained 

tryptophan Infusion." 

NEUROCHEMISTRY INTERNATIONAL, 

vol. 6, no. 5, 1984, pages 685-692, 

XP002095831 

see abstract 

-/-- 



1,4-10, 
17-19 



1,4,7-9, 
14-16, 
22-24, 
28,30-38 



j )( | Further documents are listed in the continuation of box C. 


j)( | Patent family members are listed in annex 


° Special categories of cited documents : 

"A" document defining the general stale of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international 

filing date 

"L* document which may throw doubts on priority clatm(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 


T" later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

-X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an Inventive step when the document is taken atone 

"Y" document of particular relevance: the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 


Date of the actual completion of the international search 


Oate of mailing of the international search report 


8 March 1999 


29/03/1999 


Name and mailing address of the tSA 

European Patent Office. P. B. 5618 Patentlaan 2 
NL • 2280 HV Rijswtjk 
Tel. (+31-70) 340-2040. Tx. 31 651 epo nf, 
Fax: (+31-70) 340-30 16 


Authorized officer 

NoolJ, F 


Form PCT7ISA/210 (second tfw«t) (July 1992) 
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INTERNATIONAL SEARCH REPORT 



C.(Contlnu«tlon> DOCUMENTS CONSIDERED TO BE RELEVANT 



I 



national Application No 

a/US 98/14289 



Category ' Citation of document, with indication, wnere appropriate, of the relevant passages 



S. OEHEN ET AL.: "Anti vi ral 1y protective 
cytotoxic T cell memory to lymphocytic 
choriomeningitis virus is governed by 
persisting antigen." 
THE JOURNAL OF EXPERIMENTAL MEDICINE, 
vol. 176, no. 5, 1 November 1992, pages 
1273-1281, XP002095832 
New York, NY, USA 
see abstract 

see page 1278, left-hand column, line 33 - 
line 36 

see page 1279, right-hand column, line 18 
- line 33 

M. OLDSTONE ET AL.: "Discriminated 

selection among viral peptides with the 

appropriate anchor residues: Implications 

for the size of the cytotoxic T-lymphocyte 

repertoire and control of viral 

Infection. " 

JOURNAL OF VIROLOGY, 

vol. 69, no. 12, December 1995, pages 

7423-7429, XP002095833 

Washington, DC, USA 

see abstract 

T. KUNDIG ET AL.: "On the role of antigen 
1n maintaining cytotoxic T-cell memory." 
PROCEEDINGS OF THE NATIONAL ACADEMY OF 
SCIENCES OF THE U.S.A. , 
vol. 93, no. 18, 3 September 1996, pages 
9716-9723, XP002095834 
Washington, DC, USA 
see abstract 

D. MOSKOPHIDIS ET AL.: "Immunoblology of 

cytotoxic T-cell escape mutants of 

Alymphoc ytic chor1omen1na 1t1 s__v_tr_u.s_.J! 

~ JOURNAL - OF - VIROLOGY", 

vol. 69, no. 4, April 1995, pages 

2187-2193, XP002095835 

Washington, DC, USA 

see abstract 

see figure 1A 

-/-- 



Relevant to claim No 



1,4,7-9, 
14-16, 
22-24, 
28,30-38 



1-38 



1-38 



1-38 



Form PCT/1SA/210 (continuation of second afteet) (July 1992) 
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national Application No 
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C.(Contlnuatlon> DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ' Citation oi document, with indication. where approonate. o* the relevant passages 



Relevant to ciaim No 



p.x 



L. CURRANT: "Cancer vaccines." 
ANTI-CANCER DRUGS, 

vol. 8, no. 8, September 1997, pages 
727-723, XP002095836 
Oxford, GB 

see page 728, right-hand column, line 1 • 
line 36 

see page 730, left-hand column, line 42 - 
right-hand column, line 8 
see page 730, right-hand column, line 19 
line 40 



1,4-6,9, 
10,17-21 



Form PC171SA/21 o (conrJruaHan of Mcand *—t) (4Jy 1992) 
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INTERNATIONAL. SEARCH REPORT 

•tlon on p«t«nt family rrx m bf 1 



|ern«tion*i Application No 

^CT/US 98/14289 



Patent document 
cited m search report 



Publication 
date 



Patent family 
member(s) 



Publication 
date 



WO 9517167 



29-06-1995 



AU 
CA 
CN 
EP 
JP 



1217395 A 
2156718 A 
1120809 A 
0686030 A 
8507088 T 



10-07-1995 

29- 06-1995 
17-04-1996 
13-12-1995 

30- 07-1996 



Form PCT/tSA/210 <()•«« f»m#y ammx) (JUy 1992) 



# 



nternaoonai application No. 

INTERNATIONAL SEARCH REPORT PCT/US 98/ 14289 



B x I Observatl ns where certain claims were found unsearchable (Continuati n of item 1 of first sheet) 

This international Search Report has not been established in respect of certain claims under Article I7(2)(a) for the following reasons: 

1. | X | Claims Nos.: ~ 

because they relate to subject matter not required to be searched by this Authority, namely: 

Remark: Although claims 1-21 are directed to a method of treatment 
of the human/animal body, the search has been carried out 
and based on the alleged effects of the compound/composition. 

2. [ | Claims Nos.: 

because they relate to parts of the international Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out specifically: 



3. I | Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4<a). 



Box II Observations where unity of invention Is lacking (Continuation of Item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1 . I I As all required additional search fees were timely paid by the applicant this International Search Report covers all 
' ' searchable claims. 



2. | | As all searchable claims could be searched without effort justifying an additional fee. this Authority did not invite payment 
of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, 
I 1 covers only those claims for which fees were paid, specifically claims Nos.: 



, this International Search Report 

t only 1 



4. | | no required additional search fees were timely paid by the applicant Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims: it is covered by claims Nos.: 



Remartc on Protest Q The additional search fees were accompanied by the applicant's protest 

| | No protest accompanied th payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998) 



PATENT COOPERATION TREAT" 



From the INTERNATIONAL SEARCHING AUTHORITY 



To: 

COOLEY G00WAR0 LLP 

Attn. MORAN, T. 

Five Palo Alto." Square 

jUUU c I Lam 1 nO K6a 1 

Palo Alto, CA 94306-2155 
UNITED STATES OF AMERICA 


NOTIFICATION OF TRANSMITTAL OF 

1 nc IIM 1 tMIMA 1 IUINAL oCnnlvM HtrUH I 

OR THE DECLARATION 
(PCT Rule 44.1) 


Date of matting 

(day/month/year) 29 /03/ 1 999 


Applicant's or agent's file reference 

CTLI-001/02W0 


FOR FURTHER ACTION See paragraphs 1 and 4 below 


International application No. 

PCT/US 98/14289 


International filing date 
(day/month/year) 10/07/1998 


Applicant 

CTL IMMUNOTHERAPIES CORPORATION et al . 



1 . [^] The applicant is hereby notified that the International Search Report has been established and is transmitted herewith., ' 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the international Application (see Rule 46): 

When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
International Search Report however, for more details, see the notes on the accompanying sheet 



Where? Directly to the International Bureau of WIPO 
34. chemin des Cotombettes 
1211 Geneva 20. Switzerland 
Fascimile No.: (41-22) 740.14.05 

For more detailed instructions, see the notes on the accompanying sheet 



2. I — | The applicant is hereby notified that no International Search Report will be established and that the declaration under 
■ — ' Article 1 7(2)(a) to that effect is transmitted herewith. 



3. Q With regard to tho protest against payment of (an) additional fee<s) under Rule 40.2. the applicant is notified that 

_. rTi_the-fOTt9sUog^ther-w!tK 

1 — 1 applicarrf 3 request to forwaitl me texts of both tr« protest arnj the ded designated Offices. 



I I no decision has been made yet on the protest; the applicant win be notified as soon as a decision is made. 

4. Further actions): The applicant is reminded of the following: ^hvck 

Shorty after 18 months from the priority date, the international application wiP be published by the international Bureau. 6r u-w// 61 ' 
it the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 

priority claim, must reach the International Bureau as provided in Rules 90&&.1 and 906&3. respectively, before the n ' *» 

completion of the technical preparations for international publication. ^ &fi 



Within 19 months from the priority date, a demand for international preliminary examination must be filed if the applicant 4 s% r . 

wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 

c r7 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into me national phase ^j- 
before all designated Offices which have not be n elected in me demand or in a later election withm 19 months from me- 
priority date or could not be elected because th y are not bound by Chapter II. 



Name and mailing address of the International Searching Authority 

~v~ European Patent Office, P.B. 5818 Patentiaan 2 

J5ft NL-2280 HV Rijswijk 

Off/ Tel. (+31-70) 340-2040. Tx. 31 651 epo nl/LfcJt ft 



Tel. (+31-70) 340-2040. Tx. 31 651 epo nU/Lfy^ ft , 
Fax: (+31-70) 340-3016 



Authorized officer 

8arbara Klavfer 



Fern PCTViSA/220 (July 1998) ' ; ^ ^ftf/ltf 



NC -S TO FORM PCT/ISA/220 



Theee Note* are intended to grva the basic mstructioni concerning the filing of amendment* under article 1 9 The 
IVjotee are based on the requirements of the Patent Cooperation Treaty, the Regulations and the AcVninrstrative Instructions 
undsr thai Treaty in case of discrepancy between these Notes and thoaa requirements, the latter ara applicable For mora 
detailed m formation, see alao the PCT Applicant's Guide, a publication of W1PO 

In thaaa Notes, 'Article", 'Rulg and 'Secti n' rafar to th provisions of tha PCT, the PCT Regulations and tha PCT 
Admin»tr stive Instruction* respectively 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant haa, after having received the international aearoh report, one opportunity to amend the olaime of the 
international sppiicetion. It should howajve* bs smp^ 

description and oVawings) may be amended during the irtfemational preliminary examination procedure, there) ts usuatfy 
no need to fie arne*to>nentii o# the olaime under Article 19 except where, e g the applicant wants the latter to be published 
for me purpoeeeol provisional proteotta pbulicabon 
Furthermore, it should be emphaausd that proviaionaJ protection ts evaxabte in some State* only. 



What parts of the International application may bo amended? 

Under Article 19, only the daima may be amended. 

During tha intemational phase, the oJaime may also be amended (or further amended) under Article 34 before 
the intomationaJ Preliminary Examining Authority. The description and oYawings may only be amended undar - 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, ail parts of the intemational application may be amended under Article 28 
or, where applicable, Article 41 . 

f 

When? Within 2 months from the date of transmittal of the intemational search report or 1 6 months from the priority 

date, w hich ever tirrio limit expiree lata*. It should b^ 

as having been received on time if they are rsxMrvext by the International Bursm 

app lic able time emit but before tha comple ti on of tha technical preparations for rtemabonaJ publication 

(Rule 46.1). 



Where not to file the a raen d menta? 

The amendmeota may only be filed with the International Bureau and not with the receiving Office or the 
Intern ationai Searching Authority (Rule 46.2). 

Where a demand tor atfamabonaj prsstrunafy sxammsbon haa boon^s filed, see below. 



How? Either by oanecJ&ng one or more entire claims, by adding one or mora near claims or by amending the text of 

one or mors of the claims as Aad. 

A repl a cement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
" a menta i le iiie ^diffenriromme'aheei origin aiiy mad. 

Afl the claima appearing on a replacement sheet must be numbered in Arabic numerals. Where e claim ia 
cancelled, no rersjmbering of the other claims is required. In afl cases where deime are renumbored, they must 
be renumbered ooneooubvety (Administrative Instructions, Section 205(b)). 

The amendments must be made In the tsnguaga In which the International application le to be published. 



Whet do cu me nts must/may a c compan y tha i 
Letter (Section 206(b)): 
The amendment! must be submitted with a letter. 

The letter wti not be pubmshad with the international application end the amended claims. It should not be 
confused with the 'Statement under Article 1 9(1)" (aee below, under 'Statement under Article 19(1)"). 



The letter must be In English or French, at the choice of the sp pti oant. However, tf th language of the 
International application Is English, tha latter must tie In Eftg^sh; rf the language of the tntemational application 
Is French, tha letter must tie In French, 



Motes to Form PCT/ISA/220 (ft?* sh*et) (January 193*) 



.<OTES TO FORM PCT/ISA/220 (c ntlnuC; 



The letter must indicate the differences between the claims as filed and the claims as amended II must, in 
particular, incficate, in connection with ach claim appearing in the intamattonai application fit bang understood 
that identical indications concerning several claims may be grouped) .whether 

(i) th claim is unchanged; 

00 the claim a cancelled; 

fwi) the claim is new; 

(iv) the claim replaces one or more oi aorta as filed; 

(v) the ciajm is the recurt of the division of a claim aa Med. 



The fotiowtng exempsee UfcmMe the mariner In which emendmenta must be emplasned In the 
s c c om parrying letter? 

1 [Where onginaly there were 48 claims and after amendment of some claims there are 51]: 

*Claims 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by ame nded claims bearing the same numbers; 
darms 30, 33 and 36 unchanged; new claims 49 to 51 added." 

2. (Where originally there were 1 5 claims and after amendment of ell oJatma there are 11 J: 
"Claims 1 to 15 replaced by amended claims t to 1 1 ." 

3. (Where ongtnaify there were 14 claims and the amendments consist in canoeiSng some claims and in adding 
new claims]: 

"Claims 1 to 6 and 14 unchanged, claims 7 to 1 3 canceled; new claims 15, 16 and 17 added." or 
"Claims 7 to 13 cancelled; new claims 1 5, 16 and 1 7 added; al other claims unchanged." 

4. (Where various kinds of amendments are mads): 

"Claims 1-10 unchanged, claims 11 to 13, 18 and 19 canceled; claima 14, 1 5 and 16 replaced by amended 
claim 14; claim 17 subdivided into amen de d daima 15, 16 and 17; new claims 20 and 21 added." 



"Statement under article 18(1)" (Ruse 48.4) 

The amendments may be accompanied by a statement oxpleinatg the amendments and sidtoabng any snpaot 
that auoh amendments might have on the dsechpbon and the drawings (which cannot be amended under 
Artio<e19(1)) 

The statement will be published with the international application and the amended claims, 
ft must be In the language si which the international apppBcstfon la to be published. 

K must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused wfth and dose not replace the letter i n di cating the if ftoioiic os between the claims 
as Mad and as ame n de d. It must be Sed on a sapor ate sheet and must be tdsf aino d as such by s heading, 
preferably by using the words *Statement under Article 1 9(1)." 

It may not contain any d ispara g i ng u m mi to uts on the international search report or the relevance of citations 
contained in that report Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence If a dem a nd far I nte rn a tional preliminary examination has alread y been filed 

If, at the time of fifing any amendments under Article 1 9, a demand tor i nt ernational preliminary examination 
has already been submitted, the applicant must preferably, at the same time of fifing the a me nd me nts with the 
International Bureau, also lis a copy of auoh amenorrtents with the International Preliminary Examining 
Authority (see Rule 62.2(a). first sentenoe). 



Consequence with regard to translation of the MornatJoneJ application for entry bite the national phaae 

The applicants attention is drawn to the fact that, where upon entry into the national phase, a translation of the 
dams as amended under Article 19 may have to be furnished to the designstecVelected Offices, instead of, or 
in addition to, the translation of tho daima as filed. 

For further details on the reojiiremerrts of each designatscVeleoted Office, see Volume II of the PCT Applicant's 

Guide. 
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PATENT COOPERATION TREATY 



PCT _ 

JWIPO 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 
(PCT Article 36 and Rule 70) 




Applicant's 4>r agcnfs file reference 
CTLI-001/02WO 


FOR FURTHER ACTION See Notification of T~ittol - °^^^\ 

Preliminary Examination Report (Form PC I /lrtiA/4 lo) 


International application No. 
PCT/US98/14289 


Internationa! filing date (day/monih/year) Priority date (day /month/year) 
10 JULY 1998 10 JULY 1997 


International Patent Classification (IPC) or national classification and IPC 
IPC(6): A161K 39/00. 38/19, 45/05; C07K 14/5354 and US CI.: 424/277.1, 85.2 


Applicant 

CTL IMMUNOTHERAPIES CORPORATION 



1. This international preliminary examination report has been prepared by this International Preliminary 
Examining Authority and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 

□ 



sheets. 



This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority, 
(see Rule 70.16 and Section 607 ofcthe Administrative Instructions under the PCT). 

^ y sheets. 



These annexes consist of a total of . 



3. This report contains indications relating to the following items: 



I 




II 


□ 


III 


□ 


IV 


□ 


V 




VI 

_\ FJTT 


□ 

l — I 
1 I 



IV I ] Lack of unity of invention 



citations and explanations supporting such statement 
Certain documents cited 
-VII — r^l- Certain de fee ts in th£-iriti=mationaI-application_^^^: i 



VIII [ | Certain observations on the international application 



Date of submission of the demand 
02 FEBRUARY 1999 


Date of completion of this report 
11 SEPTEMBER 1999 
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L Basis of the rep rt 



1. This report has been drawn on the basis of fSnhstitiae sheas which have been fianished to the reoehmg Office in response to an inUtation 
under Article 14 arr r^md to in this report as "originally fled* <md are not annexed to the report since they do na amtom 

| x| the international application as originally filed. 

|~x| the description, pages (See Attached) t as originally filed. 



pages 
pages 
pages 



, filed with the demand. 
, filed with the letter of . 
, filed with the letter of . 



| x| the claims, 



Nos. (See Attached) , as originally filed. 

Nos. , as amended under Article 19. 

Nos. , filed with the demand. 

Nos. , filed with the letter of 

Nos. , filed with the letter of 



the drawings, 



sheets/fig (See Attached) 

sheets/fig 

sheets/fig 

sheets/ftg 



, as originally filed. 
, filed with the demand. 
, filed with the letter of . 
, filed with the letter of . 



2. The amendments have resulted in the cancellation of: 

|""x| the description, pages none 

| x| the claims, 



Nos. 



|~x| the drawings, sheets^fig none 



3. I — I This report has been established as if (some of) the amendments had not been rr^dz y since they have been considered 
' — ' to go beyond the disclosure as filed, as indicated in the Supplomontol Box Additional observations below (Rule 70.2(c)). 



-4.— Additional-observations,-ii-necessary: 
NONE 
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V. Reasoned statem nt under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1. STATEMENT 
Novelty (N) 


Claims 1-38 


YES 


Claims none 


NO 


Inventive Step (IS) 


Claims none 


YES 


Claims 1-38 


NO 



Industrial Applicability (LA) Claims 1^5 

Claims none NO 



2. CITATIONS AND EXPLANATIONS 

Claims 1-38 lack an inventive step under PCT Article 33(3) as being obvious over Puccetti et al. or Grohmann et al. in view of 
Elliott et al. US 5,478,556, Shapiand et al. US 5,286,254, Amkraut et al. US 4, 439,199 and Mertelsmann et al. US 4,908,433. 

Puccetti et al. teach intrasplenic immunization to elicit antigen specific CD8+ cell mediated by depositing a tumor or influenza 
virus antigen adsorbed onto a membrane in the splenic capsule (see page 1447, 1448 and 1449 , in particular). 

Puccetti et al. further teach that because soluble proteins are excluded from the class I -res trie ted pathway responses of antigen 
presentation in most cells, CD8+ T lymphocytes are not in general activated by cutaneous challenge with protein antigens ( see 
page 1446, in particular). 

Grohmann et al. teach that methods of immunizing with minute amounts of antigen include depositing the antigen into lymph 
node or spleen ( see abstract, and page 9, in particular). Grohmann et al. further exemplify eliciting CTL responses to tumor 
antigens by intrasplenic immunization of tumor antigens bound to nitrocellose ( see page 10, in particular). 
Grohmann et al. teach immunization with multiple antigens ( see page 12, in particular). 

Puccetti et al. and Grohmann et al. do not teach a method of inducing a CTL response by administering the antigen via a device 
held external of the animals body through a transmission line and catheter positioned to deliver the antigen containing 
composition to the lymph node or spleen. 

However, Mertelsmann et al. disclose administering of cytokine. IL-2, via an osmotic infusion pump ( see column 34, lines 41- 
67 and column 32, lines 14-29, in particular). 

Shapland et al. teach a drug delivery device for delivering a (Continued on Supplemental Sheet.) 
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1. BASJS OF REPORT: 




This report mas been drawn on the basis of the description, 

PAGES, 1-65 AND SEQUENCE LISTINGS PACES l"l 1© AND 1 2 1 . AS ORIGINALLY FILED. 
RAGES. NONE, FILED WITH THE DEMAND. 
AND ADDITIONAL AMENDMENTS: 
NONE 


THIS REPORT HAS BEEN DRAWN ON THE BASIS OF THE CLAIMS, 

NUMBERS, 1*38, AS ORIGINALLY FILED. 

NUMBERS, NONE, AS AMENDED UNDER ARTICLE IO. 

NUMBERS, NONE. FILED WITH THE DEMAND. 

AND ADDITIONAL AMENDMENTS: 

NONE 




THIS REPORT HAS BEEN DRAWN ON THE BASIS OF THE DRAWINGS, 
SHEETS, 1 *©, AS ORIGINALLY FILED. 
SHEETS, NONE, FILED WITH THE DEMAND. 
AND ADDITIONAL AMENDMENTS: 

NONE 





V. 2. REASONED STATEMENTS - CfTATIONS AND EXPLANATIONS (CONTINUED) : 

DRUG LOCALLY TO A BODY TISSUE IN ORDER TO TREAT A LOCALIZED REGION OR TISSUE SUCH AS REGIONAL LYMPH NODE ( SEE 
COLUMN 2. LINES 25-3©. AND COLUMN I 2. LINES I I 20, IN PARTICULAR). SHAPLAND ET AL. ALSO DISCLOSE THAT SUCH A 
DEVICE IS SUITABLE FOR ADMINISTRATION OF I MMUNO MODULATOR DRUGS ( SEE COLUMN I I . UNES I ©-25. IN PARTICULAR). 

AM KRAUT ET AL. DISCLOSE THE ADMINISTRATION OF I MMUN MODULATORS IN CONTROLLED AND CONTINUOUS DOSAGE FOR 
PRODUCING LOCAL AND SYSTEMIC RESPONSE. AM KRAUT ET AL. TEACH ADMINISTRATION OF I MM UNO MODULATORS BY SLOW 
ADMINISTRATION OF THE I MM UNO MODULATOR VIA EXTERNAL SYSTEMS CARRIED BY THE HOST THROUGH A CATHETER OR NEEDLE( SEE 
COLUMN 3, LINE 25 THROUGH COLUMN 6, LINE 3-4. IN PARTICULAR). 

THEREFORE IT WOULD HAVE BEEN OBVIOUS TO ONE WITH SKILL IN THE ART AT THE TIME OF THE INVENTION TO MODIFY THE 
METHODS OF INDUCING IMMUNE RESPONSES TO ANTIGENS TAUGHT BY PUCCETTI ET AL. OR GROHMANN ET AL. BY ADMINISTERING 
ANY tG ENS VIA OSMOTIC PUMPS OR DEVICES TAUGHT BY THE MERTELSMANN ET AL. OR SHAPLAND ET AL. AM KRAUT ET AL. OR ANY OF 
THE PUMPS DISCLOSED IN THE INSTANT APPLICATION ( SEE PACE 56, IN PARTICULAR). ~ 

GROHMANN ET AL. AND PUCCETTI ET AL. DO NOT TEACH THE ADMINISTRATION OF COMPOSITION COMPRISING AN ANTIGEN AND A 

CYTOKINE CAPABLE OF ENHANCING A CTL RESPONSE. HOWEVER. ELLIOTT ET AL. TEACH A METHOD OF INDUCING AN IMMUNE ^ 

- RESroNSE-BY-ADMINISTERINC-A-TUMO R-AN^ 

AND G-CS ( SEE COLUMN 2, LINES 31-57 AND CLAIMS I -3, IN PARTICULAR. 

THEREFORE IT WOULD HAVE BEEN OBVIOUS TO ONE WITH SKILL IN THE ART AT THE TIME OF THE INVENTION TO MODIFY THE METHODS 
OF INDUCING IMMUNE RESPONSE TO ANTIGENS TAUGHT GROHMANN ET AL. , PUCCETTI AL. . MERTELSMANN ET AL. , OR S HARLAN O ET 
AL. AND AM KRAUT ET AL. BY CO-ADMINlSTERINO CYTOKINES SUCH AS THE ONES USED BY ELLIOTT ET AL. WITH THE EXPECTATION 
THAT THE CYTOKINES WOULD ENHANCE THE IMMUNE RESPONSE TO THE ANTIGENS. 



NEW CITATIONS 

PUCETT1 ET AL. USE OF A SKIN TEST ASSAY TO DETERMINE TUMOR SPECIFIC CDS + T CELL REACTIVITY. EUR. J. IMMI 
1994. VOL. 24, PAGES I I 46-1 452. SEE ENTIRE ARTICLE. 

GROHMANN et al. Intrasplenic Immunization For The Induction Of Humoral And Cell-Mediated Immunity To 
Nitrocello lose- Bound Antigen. J. of Immunological Methods. I O© I VOl. I 37. paces ©- 1 6. see entire 



US 5,478.556 (ELLIOTT ET AL.) 26 DECEMBER I9©5, SEE ENTIRE DOCUMENT. 

US 4,439. I 99 (AM KRAUT ET AL) 2 7 May I 964. SEE entire document. 

US 5.286.254 (SHAPLAND ET AL.) 15 FEBRUARY 1994. SEE ENTIRE DOCUMENT. 
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PATENT COOPERATION TREATY 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 
>CT Article 36 and Rule 70) 




Applicant's or agent's file reference 
CTLI-001/02WO 


vr%r> eiidtucd ArrinN See Notification of Transmittal of International 
frOK r UK I HfeK Ati luw p n 4 iminary Examinat ion Report (Form PCT/IPEA/416) 


International application No. 
PCT/US98/14289 


International filing date (day/month/year) Priority date (day/month/year) 
10 JULY 1998 10 JULY 1997 


International Patent Classification (IPC) or national classification and IPC 
IPC(6): A161K 39/00, 38/19, 45/05; C07K 14/5354 and US CI.: 424/277.1, 85.2 


Applicant 

CTL IMMUNOTHERAPIES CORPORATION 



1. This international preliminary examination report has been prepared by this International Preliminary 
Examining Authority and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of ^-^ Sheets. 

□ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority, 
(see Rule 70.16 and Section 607 ofihe Administrative Instructions under the PCT). 

These annexes consist of a total of C' sheets. 
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3. This report contains indications relating to the following items: 
I Basis of the report 

II Q Priority 

HI I I Non-establishment of report with regard to novelty, inventive step or industrial fappligrfbilitjn 
■ — 1 >o § CJ 

IV | | Lack of unity of invention 



o 

CD 

— v 



V Fx] Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
' — ' citations and explanations supporting such statement 

VI | | Certain documents cited 



~VH — | — [ -Certain defects in the" international application 



Vm Certain observations on the international application | |~ 

VERSION 



Date of submission of the demand 
09 FEBRUARY 1999 


Date of completion of this report 
11 SEPTEMBER 1999 


Name and mailing address of the I PEA/US 
Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C 20231 
Facsimile No. (703) 305-3230 


Authorized officer ^ A 

Martha Lubet V — V d 
Telephone No. (703) 308-0196 
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L Basis f the report 



2 This report has been drawn on the basis of (Substitute sheets whkh have been furnished to the receiving Office in response to an invitation 
under Artide 14 are refined to in this report: as "originally flea* ana ait not annexed to the report since they do not contain amendments) : 

j x ] the international application as originally filed. 

|~X] the description, pages (See Attached) , as originally filed. 

pages , filed with the demand. 

pages , filed with the letter of \ 

pages » filed with the letter of 



the claims, 



Nos. (See Attached) 

Nos. 

Nos. 

Nos. 

Nos. 



, as originally filed. 

, as amended under Article 19. 

, filed with the demand. 

, filed with the letter of 

, filed with the letter of 



| x j the drawings, 



sheets/fig (See Attached) 

sheets/fig 

sheets/fig 

sheets/fig 



, as originally filed. 
, filed with the demand. 
, filed with the letter of . 
, filed with the letter of . 



2. The amendments have resulted in the cancellation of: 

the description, pages none 

| x| the claims, 



Nos. 



none 



p^j the drawings, sheets/fig none 



3. I — I This report has been established as if (some of) the amendments had not been made, since they have been considered 
I — ' to g0 beyond the disclosure as filed, as indicated in the Supplomontol Box Additional observations below (Rule 70.2(c)) 



(Rule 70.2(c)). 



4. Additional observations, if necessary: 
NONE 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . STATEMENT 
Novelty (N) 



Claims 1-38 



Claims none 



YES 
NO 



Inventive Step (IS) 



Claims none 



Claims 1-38 



YES 
NO 



Industrial Applicability (IA) 



Claims 1-38 



Claims none 



YES 
NO 



2. CITATIONS AND EXPLANATIONS 

Claims 1-38 lack an inventive step under PCT Article 33(3) as being obvious over Puccetti et al. or Grohmann et al. in view 
of Elliott et al. (US 5,478,556), Shapland et al. (US 5,286,254), Amkraut et al. (US 4, 439,199) and Mertelsmann et al. (US 
4,908,433). 

Puccetti et al. teach intrasplcnic immunization to elicit antigen specific CD8 + cell mediated by depositing a tumor or influenza 
virus antigen adsorbed onto a membrane in the splenic capsule (see page 1447, 1448 and 1449 , in particular). 

Puccetti et al. further teach that because soluble proteins are excluded from the class I -restricted pathway responses of antigen 
presentation in most cells, CD8+ T lymphocytes are not in general activated by cutaneous challenge with protein antigens (see 
page 1446, in particular). 

Grohmann et al. teach that methods of immunizing with minute amounts of antigen include depositing the antigen into lymph 
node or spleen (see abstract, and page 9, in particular). Grohmann et al. further exemplify eliciting CTL responses to tumor 
antigens by intrasplenic immunization of tumor antigens bound to nitrocellose ( see page 10, in particular). 
Grohmann et al. teach immunization with multiple antigens ( see page 12, in particular). 

Puccetti et al. and Grohmann et al. do not teach a method of inducing a CTL response by administering the antigen via a device 
held external of the animal's body through a transmission line and catheter positioned to deliver the antigen containing 
composition to the lymph node or spleen. 

However, Mertelsmann et al. disclose administering of cytokine, IL-2, via an osmotic infusion pump ( see column 34, lines 
41-67 and column 32, lines 14-29, in particular). 

■StepIan^e^Szi^eh;*^ 
on Supplemental Sheet.) 
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I. BASIS OF REPORT: 



This report has been drawn on the basis of the description, 

pages, 1-65 and sequence listings pages 1-119 and 121, as originally fded. 

pages, NONE, fded with the demand. 

and additional amendments: 

NONE 

This report has been drawn on the basis of the claims, 

numbers, 1-38, as originally fded. 

numbers, NONE, as amended under Article 19. 

numbers, NONE, fded with the demand. 

and additional amendments: 

NONE 

This report has been drawn on the basis of the drawings, 

sheets, 1-6, as originally fded. 

sheets, NONE, fded with the demand. 

and additional amendments: 

NONE 



V. 2. REASONED STATEMENTS - CITATIONS AND EXPLANATIONS (Continued): 

region or tissue such as regional lymph node ( see column 2, lines 25-39, and column 12, lines 11-20, in particular). 
Shapland et al. also disclose that such a device is suitable for administration of immunomodulator drugs ( see column 11, lines 
19-25, in particular). 

Amkraut et al. disclose the administration of immunmodulators in controlled and continuous dosage for producing local 
and systemic response. Amkraut et al. teach administration of immuno modulators by slow administration of the 
immunomodulator via external systems carried by the host through a catheter or needle< see column 3, line 25 through column 
6, line 34, in particular). 

Therefore it would have been obvious to one with skill in the art at the time of the invention to modify the methods 
of inducing immune responses to antigens taught by Puccetti et al. or Grohmann et al. by administering antigens via osmotic 
pumps or devices taught by the Mertelsmann et al. or Shapland et al. Amkraut et al. or any of the pumps disclosed in the 
instant application ( see page 56, in particular). 

Grohmann e t al.__and PuccettLeLal. .doaiot-teach.-^e-adm^istra^ — ■ 

: cytokine-capable r of enhancm^a~CTI7respohser however, Elliott et al. teach a method of inducing an immune response by 
administering a tumor antigen comprising a mixture of tumor associated antigens with low doses of IL-2 and G-CS ( see 
column 2, lines 31-57 and claims 1-3, in particular. 

Therefore it would have been obvious to one with skill in the art at the time of the invention to modify the methods 
of inducing immune response to antigens taught Grohmann et al., Puccetti al., Mertelsmann et al., or Shapland et al. and 
Amkraut et al. by co-administering cytokines such as the ones used by Elliott et al. with the expectation that the cytokines 
would enhance the immune response to the antigens. 

Applicant's response to the written opinion in the communication fded 23 August 1999 has been considered but is not 
persuasive. Applicant's argument that the Grohmann et al. teaches away from the claimed invention because Grohmann et al. 
immunizes via the intrasplenic route by implanting a nitrocellulose filter which contains antigen is not persuasive. Grohmann 
et al. clearly teaches intrasplenic immunization by administering antigen to spleen. Applicant's response that Grohmann et al. 
teaches away from the claimed invention because Table 2 shows very poor T cell response is not persuasive since Table 2 
teaches a strong T cell response in animals immunized with 80 kDa antigen. Similarly Table 1 teaches that intrasplenic 
immunization of mice induces CTL response to 80kDa antigen. 

Applicant's response that Puccetti et al. does not teach a method for inducing CD8 + T cell by intrasplenic immunization 
since the purpose was to establish a method of detecting CD8 + T lymphocytes. This argument is not persuasive since the 
methods of immunization taught by Puccetti et al. are intrasplenic immunization. 
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Applicant' argues that one with skill in the art would not have been motivated to modify the immunization protocol of 
Puccetti or Grohmann et al. by administering the antigen via osmotic pump instead of implanting the antigen bound to a solid 
phase. 

However, the secondary references teach administration of substance, including immunomodulators, via an external device. 

Applicant's response that one with skill could not use the device taught by Shapland, Amkraut or Mertelsmann to deliver 
antigen bound to solid phase is not persuasive. Applicant's further argues that the methods of Grohmann et al. and Puccetti et 
al. would not be expected to induce CTL responses is not persuasive since Grohmann et al. clearly show that intrasplenic 
immunization is effective in eliciting CTL responses. Therefore the invention as a whole is prima facie obvious in view of the 
teachings of the cited prior art. 

NEW CITATIONS 

PUCETTI et al. Use Of A Skin Test Assay To Determine Tumor Specific CD8+ T Cell Reactivity. Eur. J. Immunology. 
1994. Vol. 24, pages 1146-1452, see entire article. 

GROHMANN et al. Intrasplenic Immunization For The Induction Of Humoral And Cell-Mediated Immunity To 
Nitrocellulose-Bound Antigen. J. of Immunological Methods. 1991. Vol. 137. pages 9-16, see entire article. 

US 5,478,556 (ELLIOTT et al.) 26 December 1995, see entire document. 

US 4,439,199 (AMKRAUT et al) 27 May 1984, see entire document. 

US 5,286,254 (SHAPLAND et al.) 15 February 1994, see entire document. 

US 4,908,433 (MERTELSMANN et al.) 13 March 1990, see entire document. 
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